The neonatal i n s u l i n response t o glucose pertubation may be blunted i n t h e normal i n f a n t due t o a s t a b l e glucose milieu i n utero. W e hypothesized t h a t f e t a l hyperinsulinemia might be a major f a c t o r i n subsequent glucose control. W e evaluated f e t a l hyperglycemia following induced maternal hyperglycemia a t C/S. Subjects included 16 non-diabetic mothers who had a r e p e a t elect i v e C/S under s p i n a l anesthesia a t 39.9M.2 wks (MiSEM). A l l received a bolus (757+42m1) of Ringers Lactate (RL) (n=7) o r RL 5% Dextrose (n=9) f o r 20.6k0.8 min. p r i o r t o d e l i v e r y t o prevent hypotension. Blood was sampled p r i o r t o infusion (MAT I ) and a t d e l i v e r v (MAT 11) and from i n f a n t s v i a t h e umbilical vein (UV)and a r t e r y (UA) .001-NS NS-NS NS-NS A l l mothers and i n f a n t s receiving glucose had marked hyperglycemia and hyperinsulinemia a t delivery. Neonatal hyperinsulinemia subsided r a p i d l y a s plasma glucose concentration f e l l . No inf a n t developed hypoglycemia a f t e r 30 min., probably r e l a t e d t o counter-regulatory mechanisms i n t h e newborn. W e conclude t h a t t h e normal term i n f a n t can respond t o an exogenous glvcose load with immediate elevation of plasma I n s u l i n concentration. .5 mg/dl and resumed with 80% of t h e previous dose once normocalcemia returned.The p t s were normocalcemic when t h e s t u d i e s were c a r r i e d o u t . 7/26 had diminished GFR, 5/25 concentration defect, 1/14 a c i d i f i c a t i o n defect. Renal histology showed tubuloi n t e r s t i t i a l n e p h r i t i s and/or calcium deposits i n 17/26 p t s E i g h t of t h e p t s with h i s t o l o g i c a l abnormalities had functional impairment; however, 2 of t h e 9 p t s with nonaal histology a l s o had functional impairment. Zhe incidence of h i s t o l o g i c a l abnonnalit i e s was c o r r e l a t e d with t h e duration of hypercalcemia and with diagnosis, being lowest i n VDDR. These s t u d i e s i n d i c a t e t h a t p t s receiving l a r g e dose v i t D therapy a r e a t a high r i s k of sust a i n i n g h i s t o l o g i c a l and functional damage of t h e kidney.
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RISK OF RENAL DAMAGE FROM LARGE DOSE

URINARY GONADOTROPINS I N THE MANAGEMENT OF IDIOPATHIC
397 PRECOCIOUS PUBERTY. Leona C u t t l e r , F. John Holland (Spon. by H.Bain).Hosp.Sick Child.,Dept.Peds.,Toronto.
The use of medroxyprogesterone a c e t a t e (MPA) i n t h e treatment of idiopathic precocious puberty (IPP) is not standardized. I n attempting t o provide o b j e c t i v e c r i t e r i a f o r i t s use, we r e p o r t the f i r s t p a t i e n t i n whom FSH and LH excretion r a t e s have been measured i n acidfacetone e x t r a c t s of timed urine f r a c t i o n s sequent i a l l y before and a f t e r treatment. A 3 year old g i r l with IPP had enormously elevated gonadotropin excretion r a t e s a t present a t i o n . She was t r e a t e d with IM MPA 100 mg q3-4 weeks f o r 9 months. then D . O . MPA 5 mg q8h f o r 12 months. While on IM t r e a tment, gonadot;opin excretion r a t e f e l l dramatically and was associated with decreased b r e a s t s i z e and height v e l o c i t y . A l l these parameters increased when o r a l therapy was used. There have been no s i g n s of glucocorticoid e f f e c t s , hypertension, nausea, o r excess weight g a i n . Bone age was 6 y r s 10 mos a t presentation; 2 y r s l a t e r i t was 8 y r s 10 mos. Although s i m i l a r s t u d i e s w i l l be required i n a l a r g e r number of p a t i e n t s , from t h e s e d a t a we conclude t h a t (1) s e q u e n t i a l measurement of urinary FSH and LH excretion r a t e s may optimize t h e MPA management of p a t i e n t s with IPP by providing objective c r i t e r i a f o r monitoring therapeutic response (2) o r a l treatment,in t h e dosage used, i s l e s s e f f e c t i v e than IM treatment. 
NY.
These s t u d i e s were i n i t i a t e d i n order t o compare the volume and r a t e of d i s t r i b u t i o n , the r a t e s of metabolism and excretion
of VP by the f e t u s t o those of the newborn. Vasopressin -2ngIkg was injected intravenously t o s i x f e t a l and four neonatal lambs and VP l e v e l s were measured i n s e q u e n t i a l plasma and urine samples. Vasopressin disappeared from plasma a s an exponential function composed of two components. The f i r s t phase, representing d i s t r i b u t i o n , was s i m i l a r i n both t h e f e t u s and newborn with T+ of 1.75 minutes. The second phase, representing excretion and metabolism, was s l i g h t l y f a s t e r i n t h e f e t u s than newborn, TJI being 17 and 25 minutes respectively. Plasma concentrations extrapolated t o zero time gave a volume of d i s t r i b u t i o n of 285 ml/kg i n the f e t u s and 225 ml/kg i n the newborn. Data on urine concentrations show t h a t when given a s a bolus, f e t a l r e n a l exc r e t i o n of non-metabolized VP was minimal while i n t h e neonate i t represented 7-10% of t h e dose.
These r e s u l t s i n d i c a t e t h a t t h e r a t e of d i s t r i b u t i o n of VP is e s s e n t i a l l y the same i n both the f e t u s and newborn but the volume of d i s t r i b u t i o n i s s l i g h t l y higher i n t h e f e t u s . Despite the lack of contribution of the f e t a l kidney, the r a t e of clearance of VP i s s l i g h t l y f a s t e r i n the f e t u s suggesting a r o l e f o r the placenta i n the metabolism of VP. The contribution of various f a c t o r s t o the r e l e a s e and high l e v e l of vasopressin(VP)by t h e f e t u s during hypoxic s t r e s s were examined i n 27 chronically instrumented f e t a l lambs,ll8 t o 135 days g e s t a t i o n a l age. They were exposed to: a)30minutes adminis t r a t i o n of 10% 02 t o t h e pregnant ewe (H):b) 20minutes p a r t i a l occlusion of t h e umbilical cord(P0C); or,c)Zminutes complete occlusion of t h e umbilical cord(C0C). The change i n feta'l a r t e r i a l blood pressure and plasma composition were: VP P02 PH BP OSM (pg/ml) (mmHg) (mmHg) (mOsm/kg) H +29.6 -9.2 0.00 +9/5 +7.0 POC +48.3 -7.6 -0.11 +12/9 +7.9 COC +89.6 -12.1 -0.14 +30/22 +7.9 These r e s u l t s i n d i c a t e t h a t osmolality i s probably not a major f a c t o r i n the r e l e a s e of VP under hypoxic s t r e s s . Whilehypoxemia alone does stimulate VP r e l e a s e , the higher VP l e v e l s following POC compared t o H i n d i c a t e t h a t other f a c t o r s leading t o acidemia may a l s o contribute. Therapid r i s e of plasma VP following 2 min.
of COC during which t h e p l a c e n t a l bed is temporarily excluded from t h e f e t a l c i r c u l a t i o n suggests t h a t t h e placenta plays an important r o l e i n metabolism of t h e hormone. The l a r g e increase i n BP could a l s o be important i n stimulating r e l e a s e of the hormone. The e f f e c t s of maternal use of multiple psychoactive agents on t e s t s of thyroid function were studied in 15 drug exposed term inf a n t s [x b.w.=2700 gms.] and compared t o 15 matched healthy newborn i n f a n t s [x b.w.=3120 gms.] on days 1 , 4, 7, 14 and 21. On day 1 , a l l drug exposed i n f a n t s (DEI) were not receiving t r e a tment f o r abstinence. <.02 Sutsequent t e s t s on days 7, 14 and 21 showed no p e r s i s t e n t d i fference between DEI and c o n t r o l s . The possible e f f e c t s of multip l e psychoactive agents taken during pregnancy a s well a s therapeutic medications f o r neonatal abstinence may influence t h e ~nechanism of thyroid homeostasis before and a f t e r b i r t h . Specifi c a l l y , the enhancement of sulphydryl enzymatic a c t i v i t y t h a t m i g h t stimulate B-ring diodinase, s p e c i f i c f o r 5 ' iodine, i n eff e c t lowerin reverse T3 and increasing a c t i v e thyronine (inhibj t i n T H ey ZZZiX subsequent thyroid s e c r e t i o n and response) i s y 8 t 20 Le Zemonstrated.
